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DETAILED ACTION 

Claims 6-1 1 have been cancelled. Claims 14-18 and 20-22 have been withdrawn as 
being directed to the non-elected invention. Claims 24-27 have been newly introduced. Claims 
1-5, 12-13, 19, and 23-27 are under consideration by the examiner. 

Applicant has previously elected SEQ ID NO: 23 for examination. The record clearly 
indicates that this was not a species election. However, the examiner has expanded examination 
to include the related sequences SEQ ID NOS. 24-29 in view of newly introduced claims 26 and 
27. No other sequences are under consideration and the claims have only been examined to the 
degree that they reflect SEQ ID NOS: 23-29. 

Applicant is advised that withdrawn claiml4 contains an error in that it now lacks a 
terminal period ("."). 

Applicant's arguments with respect to claims 1-5, 12-13, 19, and 23-27 have been 
considered but are moot in view of the new ground(s) of rejection. 

Specification 

The description of the figures on pages 5-6 fail to reference by SEQ ID NO. the 
sequences disclosed in the drawings. See at least figures 2-7. Should any of these sequences not 
be present in the sequence listing, applicant is reminded that all sequences disclosed in the 
specification must be in compliance with 37 CFR 1.821-1.825. 

Claim Rejections - 35 USC § 112 

Claims 19 and 24-27 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one skilled in the 
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relevant art that the inventor(s), at the time the application was filed, had possession of the 
claimed invention. This is a new matter rejection. 

Applicant's response of 7/2/03 introduced the limitation "at least 65% identical" to parts 
(c) and (d) of claim 19. No basis was pointed to and none is apparent for this limitation. 

Claims 24-27 have been newly introduced. Claims 24-25 recite wherein the avian 
pancreatic polypeptide binds to the Bcl-X L or Bcl2 protein. No basis has been pointed to for 
these claims and none is apparent. While the resulting modified protein may have this property, 
the unsubstituted protein does not. Claims 26-27 recite "wherein the avian pancreatic 
polypeptide comprises. . No basis has been pointed to for these claims and none is apparent. 
While the resulting modified protein may have this property, the unsubstituted protein does not. 
Furthermore, the specification discloses only the scaffold aPP of SEQ ID NO: 6 with SEQ ID 
NOS: 23-29 grafted upon it. It does not disclose any other avian pancreatic polypeptides 
comprising these sequences or modified to produce these peptides. 

Claims 1-5, 12-14, 19, and 23-27 are rejected under 35 U.S.C 112, first paragraph, 
because the specification, while being enabling for SEQ ID NOS: 23-29 does not reasonably 
provide enablement for avian pancreatic polypeptides with the stated substitutions and 
properties. The specification does not enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the invention commensurate in scope 
with these claims. 

The only avian pancreatic polypeptide that is disclosed as being modified is the 36 amino 
acid aPP sequence of SEQ ID NO: 6 (see page 9 of the specification). According to the 
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disclosure, amino acids 74-92 of Bak (the Bak-BH3 binding domain) are aligned with aPP. 
Computational analysis is performed to determine expected interactions. The results of this 
computer model are used to produce a phage display library of chimeric peptides that are 
artificial (not naturally occurring) and expected to have particular properties. The library is 
assayed for these properties. (See specification pages 14-15.) Note that the peptides of SEQ ID 
NOS: 27, 28, and 29 do not bind Bel As such, claims 26 and 27 embrace clearly inoperative 
embodiments. In addition, the specification does not identify additional peptides that are 
expected to have the stated properties and does not identify any other avian pancreatic 
polypeptides that could be modified as stated to produce peptides with the properties required by 
the claims. The specification does not clearly disclose where within SEQ ID NO: 6 the 
sequences represented by SEQ ID NOS: 23-29 are present. Particularly with respect to claims 1- 
5, 12-13, and 23-25, the claims provide no base structure to modify. There is insufficient 
guidance in the specification with respect to other avian pancreatic polypeptides as to how to 
modify such a polypeptide to result in the properties recited in the claims. This is an invitation to 
experiment and would constitute undue experimentation in view of the lack of guidance and 
unpredictability in the art. 

Claims 13 and 23 are rejected under 35 U.S. C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claim 13 recites "wherein the interaction between the known protein and the Bcl2 protein 
is inhibited." This claim is confusing. What is causing the inhibition? If the claimed modified 
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avian polypeptide is supposed to be an inhibitor and inhibit this interaction the claim doesn't 
make this clear. 

Claim 23 is confusing in its dependency on claim 12 as the "known protein" identified as 
Bcl-2 in claim 12 is now required to be Bak in claim 23. 

Claim Rejections - 35 USC §102 
The following is a quotation of the appropriate paragraphs of 35 U.S. C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1-5, 12-13, 23, 24, and 25 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Chittenden et al. (U.S. Patent No. 5,656,725). 

SEQ ID NO: 10 of Chittenden et al. is a fragment of the Bak protein that binds to Bc1-Xl. 
See at least abstract, claims, and columns 18-20. SEQ ID NO: 10 is encompassed by instant 
SEQ ID NO: 30, matches 9 of 15 amino acids of instant SEQ ID NO: 23, and matches 10 of 15 
amino acids of instant SEQ ID NO: 24. These claims recite no specific base structure or 
sequence that is modified nor a particular structure or sequence that results. No particular avian 
pancreatic polypeptide is recited as the base structure to be modified and no particular SEQ ID 
NO. is recited identifying the resulting product. It is further noted that the sequences that result 
are all artificial, non-naturally occurring peptides and thus the recitation of species (avian) and 
tissue (pancreatic) are given no patentable weight with respect to the resulting product. These 
are in a sense process limitations for producing a product (take unspecified avian pancreatic 
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polypeptide and substitute). However, a claim to a product is examined as a product independent 
of how it is derived. As such, SEQ ID NO: 10 can be considered to meet the limitations of an 
avian pancreatic polypeptide modified by substitution. SEQ ID NO: 10 of Chittenden et al. has 
at least twelve residues not in common with amino acids 1-15 of the avian pancreatic 
polypeptide (aPP) of instant SEQ ID NO: 6 and meets the alpha helix domain, interaction site, 
and binding functions required by the claims 1-5, 12-13, and 23-25. Review of the record 
reflects that applicants appear to believe that all of the claims require inclusion of some portion 
of the aPP scaffold, SEQ ID NO: 6. This is not correct. Use of the phrase "avian pancreatic 
polypeptide modified by substitution" in the claims does not provide such a limitation. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 
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Claims 1-5, 12-13, and 23-25 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Zondlo et al. (J. Am Chem. Soc, 121:6938-939, 1999) in view of Sattler et al. (Science, 
275:983-986, 1997). 

Zondlo et al. dislcoses designing miniature proteins using avian pancreatic polypeptide 
(aPP) as a scaffold. The reference states that this strategy may be a general approach to the 
design of small, folded proteins that recognize protein targets with high affinity and specificity. 
(See at least page 6938, left column.) The Bcl-2 family and Bak protein are not disclosed. 

Sattler et al. discloses that amino acids 72-87 of the Bak BH3 region bound tightly to 
Bc1-Xl. These protein interactions are important in apoptosis. Other peptides from Bak were 
evaluated for binding efficiency. (See at least abstract and page 983, right column, and Table 1 .) 

It would have been obvious to use the peptides in Sattler et al. in the method disclosed 
by Zondlo et al. to result in small, folded proteins that recognized the protein targets Bak and 
Bc1-Xl higher affinity and specificity. One would have been motivated to do so as such peptides 
would have been of interest in the study of apoptosis. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Marianne P. Allen whose telephone number is 571-272-0712. 
The examiner can normally be reached on Monday-Thursday, 5:30 am - 1:30 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Brenda Brumback can be reached on 571-272-0961 . The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner 
Art Unit 1647 
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